Amendments to the Claims 



The following Listing of Claims will replace all prior versions, and listings of claims in 
the application. 



(Currently Amended) A compound having the structure: 




0R3 



(I) 



or pharmaceutically acceptable derivative thereof; 



wherein Ri and R2 are each independently hydrogen ^ halogen, CN^ S(0) ^ 2^* ^^ 



^ ■NR ^C(-Q)R^ r"NR ^C(-Q)QR^, CQNR^ R^ 



^ or lower alkyl; an 



aliphatic, hctcroaliphatic, alicyclic, hctcroalicyclic, aryl or hctcroaryl moict>^, or — WR' 
wherein W is independently O » S or NR^Vwhorcin each occurrence of R *^^-4t ^ and 
R ^ is independently hydrogen^ or an aliphatic^ heteroaliphatic» alicyclic» heteroalicyclic» 
ar>i or heteroar>i moiet>^; or R4 and R^ taken together ^ith the carbon atoms to which 
they are attached, form an alicyclic, heteroalicyclic, aryl or heteroaryl moiet>^; 

R3 is hydrogen, an aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or heteroaryl 
moiety; or a prodrug moiety or an oxygen protecting group; 

O 



R4 is halogen, -OR^^, 0x0. -OCf=0)R^^. 



Q<^H3 or -NR^^R^^; wherein R^^ and R' 



4B 



are independently hydroge n^ an aliphatic lower alkyl or lower alkoxv; heteroaliphatic, 
alicyclic, heteroalicyclic, aryl or heteroaryl moict>^; a prodrug moict> , a nitrogen protecting 
group or an oxygen protecting group; or R" * ^ and R" * ^, taken together >vith the nitrogen atom 
to which they arc attached, form a heterocyclic or hctcroar> 1 moict> ;_ or R4, taken together 
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with the carbon atom to which it is attached forms a moiety having the structure: 

Rs is hydroge n, an aliphatic, or lower alkvl; hctcroaliphatic^ alicvclic^ hctcroalicvclic^ 
ar>i or hctcroaryl moiety; 

R6 is hydrogen, halogen, -CN, -S(0)i_2R^^, -NO2, -COR^^, -C02R^^, -NR^^C(=0)R^^, - 
NR^'^C(=0)OR^^, -CONR^'^R^^, an aUphatic, heteroaliphatic, alicycHc, heteroalicycHc, aryl or 
heteroaryl moiety, or — WR^"^; wherein W is independently -0-, -S- or -NR^^-, wherein each 
occurrence of R^^, R^^ and R^^ is independently hydrogen, or an aliphatic, heteroaliphatic, 
alicyclic, heteroalicyclic, aryl or heteroaryl moiety; or Re and Rc, taken together with the carbon 
atoms to which they are attached, form an alicyclic, heteroalicyclic, aryl or heteroaryl moiety; 

Ra and each occurrence of Rb and Rc are independently hydrogen , halogen, CN, S(Q)j _ 
^R**,-jitQ ^» COR^ r-€Q^R**r-NR ^C(-0)R* ^r-NR ^C(-0)OR^» CONR* ^R ^» an aliphatic^ 
heteroaliphatic, alicyclic, heteroalicyclic, aryl or heteroaryl moiety, or WR**; wherein W 
is independently O , S or NR*^ , wherein each occurrence of R ^^* ^ and R* ^4s 
independently hydrogen, or an aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or 
heteroaryl moiet>^; or R^ and the adjacent occurrence of R^^» taken together mth the carbon 
atoms to which they are attached^ form an alicyclic^ heteroalicyclic^ aryl or heteroar>i 
moiety ; 

R ^ s hydrogen, halogen, CN, S(0)^ R^r-NQ ^, C0R^ r-€O^R^T-NR ^C(-0)R^ T- 
NR ^C(-0)OR^, CONR^ R ^; an aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, ar> 1 
or hctcroar> 1 moict> , or WR^; wherein W is independently O , S or NR^ , wherein 
each occurrence of R^ ^^R ^ and R^ is independently hydrogen, or an aliphatic, 
heteroaliphatic, alicyclic, heteroalicyclic, aryl or hctcroar> 1 moict> ; or and R^, taken 
together with the carbon atoms to which they are attached^ form an alicyclic^ 
heteroalicyclic^ ar> 1 or heteroar> 1 moiet^^; 

n is 3_ an integer from 1 to 5 ; 

Xi is O, NR^^ or CR^^R^^; wherein R^^ and R^^ are independently hydrogen^ 
halogen, an aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or heteroar>i moiety, 
or a nitrogen protecting group ; 
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Q is hydroge n^ lower alkvL 




^ . ^"^3 or -CH(CH^)C(0)CH3; halogen. CN. 



aliphatic, heteroaliphatic, alicyclic, heteroalicyclic^ ar>l or heteroaryl moiet>^, or — WR^f 
wherein W is independently O , S or NR^ , wherein each occurrence of R^ ^-4^ ^ and 
R ^ is independently hydrogen, or an aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, 
aryl or heteroaryl moict>^; 

Yi and Y2 are independently hydrogen, lower alkyU or CF;^; an aliphatic, 
hctcroaliphatic^ alicyclic, hctcroalicyclic^ aryl or hctcroar> 1 moict> ; or -WR^ ^ wherein W is 
independently -O-,— S— or -NR^^-, wherein each occurrence of R^^ and R^^^ is independently 
hydrogen, or lower alkyl; or an aliphatic , heteroaliphatic, alicyclic, hetcroalicyclic, ar^ 1 or 
heteroaryl moiet>^; or Yi and Y2 together with the carbon atom to which they are attached form 

/^0^^>=< )=N >=N '^\=t/ 

a moiety having the structure: X. , X. r'*'^^- *^ , or *^ ; 

and 

with the proviso that the compound does not have one of the following structures: 
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'OMOM 
OMe or 




OMe 



2. (Currently Amended) The compound of claim 1 , wherein: 

Ri and R2 are each independently hydrogen or substituted or unsubstituted lower alkyl; 
or Rj-and taken together with the carbon atoms to which they arc attached, form an 
epoxide, an aziridine or a substituted or unsubstituted cyclopropyl moiet>^; 

R3 is hydrogen, or substituted or unsubstituted lower alkyl or aryl; a prodrug moiety or an 
oxygen protecting group; 

XA^CF3 

R4 is halogen -OR^^, -OC(=0)R^^,.oxo3__22!j3_or -NR^^R^^; wherein R^^ and R^^ 
are independently hydrogen, or substituted or unsubstituted lower alky l or lower alkoxv; a 
prodrug moiot>^» a nitrogen protecting group or an oxygen protecting group; or and R' ^y 
taken together with the nitrogen atom to which they are attached, form a heterocyclic or 
heteroaryl moiet>^; or R4, taken together with the carbon atom to which it i s attached forms 



a — moiet>^ — having — the — structure: 



,>=< — )-N 



ORY1 



-OF 



N 



R5 and-jt ^ are each independently is_hydrogen or substituted or unsubstituted lower 
alkyl; or R4 and R^, taken together with the carbon atoms to which they are attached, form 
an epoxide^ an aziridine or a substituted or unsubstituted cyclopropyl moiet>^; 

R^-a*id R6 is are each independently hydrogen or substituted or unsubstituted lower 
alkyl; or Re and Rc, taken together with the carbon atoms to which they are attached, form an 
epoxide, an aziridine or a substituted or unsubstituted cyclopropyl moiety; 

Ra and each occurrence of Rb and Rc are independently hydrogen , halogen, alkyl, 
heteroalkyl, cycloallc> 1, hctcrocycloalkyl, aryl or heteroaryl moict> , or — WR* ^; wherein W 
is independently O , S or NR^ , wherein each occurrence of R*^, and R* ^4s 
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mdcpcndcntly hydrogen, or an alkyl, hctcroalkyl, cycloalkyl, hctcrocycloalkyl, ar> 1 or 
hctcroar^l moicly ; or and the adjacent occurrence of Rb, taken together, form an 
epoxide, an aziridinc or a substituted or unsubstitutcd cyclopropyl moict> ; 

Re is hydrogen, halogen, alkyl, heteroalkyl, cycloalkyl, heterocycloalkyl, ar> 1 or 
hctcroaryl moiet> , or WR^; wherein W is independently O , S or NR^ , wherein each 
occurrence of R^ and R^ is independently hydrogen, or an alkyl, hcteroalkyl, cycloalkyl, 
hctcrocycloalkyl, ar>i or hctcroar>i moiety; or R^ and R^, taken together with the carbon 
atoms to which they arc attached^ form an epoxide^ an aziridinc or a substituted or 
unsubstitutcd cyclopropyl moiety ; 

n is 3_ an integer from 1 to 5 ; 

Xi is O, NR^^ or CR^^R^; wherein R^^ and R^^ are independently hydrogen, 
halogen, substituted or unsubstitutcd alkyl, hctcroallcyl, cycloallcyl, hcterocycloallcyl, aryl 
or hcteroar>i, or a nitrogen protecting group ; 



Q is hydroge n^ lower alkvL 




^"^3 . ^"^3 or -CH(CH^)C(0)CH^; halogen. CN ^ 

S(Q>^R^r-NQ y COR^ r-€QaR^r-NR ^C(-0)R^ r-NR ^C(-0)OR^, CONR^ R^t^ 
aliphatic, hctcroaliphatic, alicyclic, hctcroalicyclic, aryl or hctcroaryl moict>^, or WR^ f 
wherein W i s independently O , S or NR^ , w^hcrcin each occurrence of R^^^-ond 
is independently hydrogen^ or an aliphatic^ hctcroaliphatic» alicyclic» hotoroalicyclic» 
aryl or hctcroaryl moict>^; and 

Yi and Yi are independently hydrogen, lower alkvL or CF;^: an alkvL hctcroalloi^ 
cycloallcyl, heterocycloalkyl, aryl or heteroar^i moiet>^; or -WR^^; wherein W is 
independently -0-, -S— or -NR^^-, wherein each occurrence of R^^ and R^^ is independently 
hydrogen, or an alkyl, hcteroalkyl, cycloalkyl, heterocycloalkyl, ar^i or hctcroar^i moiety ; or 
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Yi and Yi together with the carbon atom to which they are attached form a moiety having the 

>Y1 .R"^^ ^ ^0RY1 ^ NHRY1 



S> — ( >=N )— N 

structure: 



or ^ 



3. (Currently Amended) The compound of claim 2, wherein Ra, Rb and Rc are each 
hydrogen, and the compound has one of the following structures: 



RY1w. 




N Q 





^ "R4 

0R3 0R3 0R3 • 

wherein Ri-Re, Y2, Xi, n and Q are as defined in claim 2; W is O or NH; and R^^ is 
hydrogen, ei=-an aliphatic moiety , or a h eteroaliphatic moiety , alicvclic^ hotoroalicvclic* ar\i or 
hctcroaryl moict>^ 



4. (Currently Amended) The compound of claim 2, wherein Ra, Rb and Rc are each 
hydrogen, Q is a carbonyl-containing moiety and the compound has one of the following 
structures: 




0R3 0R3 0R3 



wherein Ri-Re, Y2, Xi, and n are as defined in claim 2; W is O or NH; and R is 
hydrogen, or an aliphatic, heteroaliphatic, alicyclic^ hcteroalicyclic^ aryl or hctcroaryl moiet> ; 
R7 is a substituted or unsubstituted lower alkyl or heteroalkyl moiety; Rg is a substituted or 
unsubstituted alkyl, heteroalkyl, cycloalkyl, heterocycloalkyl, aryl or hcteroaryl moict> ; and 
Alk is a substituted or unsubstituted Cn-^ alkylidcnc alkylenyl or a Co-^ alkcnylidcnc alkenylenyl 
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chain wherein up to two non-adjacent methylene units are independently optionally replaced by 
CO,-GQa , COCO, CONR" ^ , 0C0NR ^^^4R^NR^^^4R^NR^ C0, NR^CO, NR^ €02^ 
NR ^CONR^, SO, SO^ ^T^B^^SO^T-^^NR^T-NR^SO^NR^-O-^-S^ or NR^^ wherein eaefc 
occurrence of R^^ «»d-*^is independently hydrogen— or alkvL ^ heteroalkvL arvh heteroar^l 
or acyl. 




Rl OR3 Ri OR3 Ri OR3 



wherein Ri-Re, Y2, Q and Xi are as defined in claim 1 ; W is O or NH; and R is 
hydrogen, er-an alir>hatic moiety^ or a heteroaliphatic moiety, alicvclic^ hetcroalicyclic^ ar>l or 
heteroar> 1 moiet> . 

6. (Currently Amended) The compound of claim 2, wherein Ra, Rb and Rc are each 
hydrogen, n is 3, Q is a carbonyl-containing moiety, and the compound has one of the following 
structures: 



000 




Rl OR3 Ri OR3 Ri OR3 



wherein Ri-Re, Xi and Y2 are as defined in claim 2; W is O or NH; R is hydrogen, or 
an aliphatic moiety, or a heteroaliphatic moiety ; alicyclic, hctcroalicyclic, ar>i or hctcroar>i 
moiety; R7 is a substituted or unsubstituted lower alkyl or heteroalkyl moiety; Rg is a substituted 
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or unsubstituted alkyl, heteroalkyl, cycloalkyl, heterocycloalkyl , ar> 1 or heteroar> 1 moiet> ; and 
Alk is a substituted or unsubstituted Co-6 alkylidcnc alkylenyl or Co-e alkcnylidcne alkenylenyl 
chain wherein up to two non-adjacent methylene units are independently optionally replaced by 
CO, COCO, CONR^, ocONR ^^^>a^^NR^T^^^^ CO, NR^CO, NR^ GO^^ 
NR ^CONR^, SO, SOi T^^R^SQa^-SQaNR^^^safe^SOaNR^^ O, S, or N R^^t wherein eaefe 
occurroncc of R^^ and R^ is independently hydrogen, or alkvL hctcroalkyL ar>i, hctcroar> 1 
or acyl; and Rs is a substituted or unsubstituted alkyl, heteroalkyl, cycloalkyl, heterocycloalkyl, 
aryl or heteroaryl moict>^ 



7. (Original) The compound of claim 2, wherein Ra, Rb and Rc are each hydrogen, Q is 
hydrogen, and the compound has the following structure: 




0R3 

wherein Ri-Re, n, Xi, Yi and Y2 are as defined in claim 2. 



8. (Original) The compound of claim 2, wherein Ra, Rb and Rc are each hydrogen, n is 3, 
Q is hydrogen, and the compound has the following structure: 




Ri OR3 ; 

wherein Ri-Re, Xi, Yi and Y2 are as defined in claim 2. 



9. (Previously Presented) The compound of claim 1 , wherein Ri and R2 are each 
hydrogen. 
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10. (Previously Presented) The compound of claim 1 , wherein R5 and Re are each 
methyl. 

1 1 . (Previously Presented) The compound of claim 1 , wherein R3 is lower alkyl. 

12. (Original) The compound of claim 1 1 , wherein R3 is methyl. 

13. (Previously Presented) The compound of claim 1 , wherein R4 is OH, OAc, NH2 or 
halogen, or R4 taken together with the carbon atom to which it is attached forms a moiety having 



the structure: ^ 

14. (Original) The compound of claim 4 or 6, wherein R7 is lower alkyl. 

15. (Original) The compound of claim 14, wherein R7 is methyl. 

16. (Currently Amended) The compound of claim 1 , wherein Q has the structure: 



wherein R7 is a substituted or unsubstituted, linear or branched^ cyclic or acyclic lower 
alkyl moiety; Rg is a substituted or unsubstituted carbocvclic — or h eterocyclic ^ aryl or hctcroar>i 
moiety; and X, Y and Z are independently a bond, -0-, -S-r-C(=0)-, -NR^^-, -CHOR^^ - 
CHNR^ R ^» C-S» C-N(R'^ or CH(Hal); or a substituted or unsubstituted Co-6 
allcvlidcnc alkvlenyl or Co-e alkcnylidcnc alkenvlenvl w herein up to two non-adjacent 
methylene units are independently optionally replaced by CO, CO^; COCO, CONR^ ^ 
OCONR^ yj>tffe^^^NR^yjqt^*NR ^CO» NR^CO» NR^ COay^^R ^CONR^^ SO» SO^ 
NR^S ^, SOJVR^ T^tR ^SOANR^ rO.-Sror NR^^ wherein Hal is a halogen s elected from F, 
CI, Br and I; and each occurrence ^R^^ «ft*R^is independently h ydrogen or [[J] alkyl[[,]] 
i heteroallcyl, aryl, heteroaryl or acyl; or R^ and R^, taken together with the nitrogen 




o 
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atom to which they arc attached, for a heterocyclic or hctcroar> 1 moict> ; and 

pharmaceutically acceptable derivatives thereof. 



17. (Currently Amended) The compound of claim 16, wherein Q has the structure: 




wherein R7 is a substituted or unsubstitute d, linear or branched, cyclic or acyclic lower 
alkyl moiety; Rg is a substituted or unsubstituted carbocvclic moiety , or a h eterocyclic moiety; 
lU]] t>ryl or heteroar>l moiet> ; and is hydrogen, halogen, -OR^ ^ or — ?^R^NR^; wherein 
R^^ and are independently is hydrogen, alkyl, or heteroalkvL ar>K heteroar\ 1 or acyL or 

and R^, taken together with the nitrogen atom to which they are attached, for a 
heterocyclic or hctcroaryl moict> . 



18. (Currently Amended) The compound of claim 4, wherein Rg is one of: 

^0 it5 ^ ^ — 



igr^ i^'^ ^^'^ ^-g^'"" 

"^ .^ .Qr"^ ^Q;:^ X-tr^ 



^kj^^'^^^ x^'^"^ 



r8B 



P 
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wherein p is an integer from 0 to 5; q is 1 or 2, r is an integer from 1 to 6; each 
occurrence of R^^ is independently hydrogen, alkyl, heteroalkyl^ aryl^ hcteroaryl, (alkyl)ar>i 
or (alkyl)hctcroar> l, OR^ ,-SR ^, N(R^ >2y-S03N(R^) 2, (C-0)N(R^ > 2, halogen, CN, 
NG ^ (C-O)OR^, N(R^)(C-0)R^, wherein each occcurrcnce of and R^ 4s 
independently hydrogen, lower alkyl, lower heteroalkyl, aryl^ hetcroaryl, (alkyl)aryl or 
(alkyl)hctcroaryl; and each occurrence of R^^ is independently hydrogen or lower alkyl. 



19. (Original) The compound of claim 18, wherein Rg has the structure: 

O 



wherein R^^ is hydrogen or lower alkyl. 



20. (Canceled). 

21 . (Currently Amended) The compound of claim 3, wherein Yi is OR^^ and Y2 is lower 
alky l or CF;^ : wherein R^^ is hydrogen or lower alkyl. 

22. (Original) The compound of claim 21 , wherein Yi is OH and Y2 is CF3. 

23. (Original) The compound of claim 2 wherein Ra, Rb and Rc are each hydrogen, and the 
compound has one of the structures: 




0R3 ^ 0R3 ^ 0R3 or 0R3 ; 

or pharmaceutically acceptable derivative thereof; 

wherein R3-R6, n and Q are as defined in claim 2; and Y2 and R^^ are independently 
hydrogen or lower alkyl. 
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24. (Original) The compound of claim 2 wherein the compound has the structure: 







OR3 



R4 R4 R4 

6R3 ^ 0R3 ^ 0R3 or 

or pharmaceutical^ acceptable derivative thereof; 

wherein R3-R6 and Q are as defined in claim 2; and Y2 and R^^ are independently 
hydrogen or lower alkyl. 



25. (Currently Amended) The compound of claim 2 wherein the compound has the 
structure: 




^4 ^ ''R4 

0R3 or 0R3 

or pharmaceutically acceptable derivative thereof; 
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wherein R3-R6 and n are as defined in claim 2; Y2 and R are independently hydrogen or 
lower alkyl; R7 is a substituted or unsubstituted, linear or branched, cyclic or acyclic lower 
alkyl moiety; R^^ is hydrogen or lower alkyl; and X, Y and Z are independently a bond, -0-, -S-5 
-C(=0)-, -NR^^-, -CHOR^^ CHNR^ R ^, C-S, C-N(R^ or CH(Hal) ; or a substituted or 
unsubstituted Cn-6 alkylidcnc alkylenyl or Co-e alkcnylidcnc alkenylenyl chain wherein up to 
two non-adjacent methylene units are independently optionally replaced by CO, €0 ^? COCO, 
CONR^, OCONR^ T^^NR^yj»R^NR ^CO, NR^CO, NR^CO^, NR^CONR^ t^ 
SQay^ ^SOA, SOJ^R^ yj^R^SQaNR^^ O, S^or NR^^; wherein Hal is a halogen selected 
from F, CI, Br and I; and each occurrence of R^^ and R^ is independently hydrogen, or 
alkyl ^, heteroalkyl, aryl, heteroaryl or acyl; or R^ and R^, taken together with the 
nitrogen atom to which they are attached, for a heterocyclic or heteroar>l moiety. 

26. (Currently Amended) The compound of claim 2 wherein the compound has the 
structure: 




0R3 or 0R3 

or pharmaceutically acceptable derivative thereof; 
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wherein R3-R6 are as defined in claim 2; Y2 and R are independently hydrogen or lower 
alkyl; R7 is a substituted or unsubstituted, linear or branched, cyclic or acyclic lower alkyl 
moiety; R^^ is hydrogen or lower alkyl; and X, Y and Z are independently a bond, -0-, -S-^- 
C(=0)-, -NR^^-, OL-CHOR^\ CHNR^^, C-S, C-N(R^) or CH(Hal) ; or a substituted or 
unsubstituted Cn-6 alkylidcnc alkylenyl or Co-e alkcnylidcnc alkenylenyl chain wherein up to 
two non-adjacent methylene units are independently optionally replaced by CO, €0 ^? COCO^ 
CONR^, OCONR^ T^^NR^yj»R^NR ^CO, NR^CO, NR^CO^, NR^CONR^ t^ 
SQay^ ^SOA, SOJ^R^ yj^R^SQaNR^rO. S^or NR^^; wherein Hal is a halogen selected 
from F, CI, Br and I; and each occnrrence of R^^ and R" ^ is independently hydro gen^or 
alkyl, heteroallcyl, aryl, heteroaryl or acyl; or R^ and R^, taken together with the nitrogen 
atom to which they are attached, for a heterocyclic or heteroaryl moiet>^ 

27. (Currently Amended) The compound of claim 25 or 26, wherein -X-Y-Z together 
represents the moiety -CH2-Y-CH2-; wherein Y is -CHOR^ \ CHNR^ "^^ or_C=0, €=8, 
C-N(R^ or CH(Hal); wherein Hal is a halogen selected from F, CI, Br and I ; and R^^ and 

are independently hydrogen— or alkvL heteroalkyl, aryl, heteroaryl or acyl, or R^ and 
taken together with the nitrogen atom to which they are attached, for a heterocyclic or 
heteroaryl moiet>^ 

28. (Currently Amended) The compound of claim 2 wherein the compound has the 
structure: 
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0R3 or OR3 



wherein R3-R6 and n are as defined in claim 2; Y2 and R are independently hydrogen or 
lower alkyl; R7 is a substituted or unsubstituted, linear or branched, cyclic or acyclic lower 
alkyl moiety; R^^ is hydrogen or lower alkyl; and Y is -CHOR^\ CHNR ^R"^;; or_C=0, €=S^ 
C-NCR"^) or CH(Hal); wherein Hal is a halogen selected from F, CI, Br and I ; and R^"^ and 
are independently is hydrogen, alkyl, or heteroalkvL aryl, heteroar>i or acyl, or R^ and 
R ^» taken together with the nitrogen atom to which they arc attached^ for a heterocyclic or 
hctcroaryl moiet>^ 
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29. (Currently Amended) 
structure: 



The compound of claim 2 wherein the compound has the 




0R3 or 0R3 



wherein R3-R6 are as defined in claim 2; Y2 and R are independently hydrogen or lower 
alkyl; R7 is a substituted or unsubstituted, linear or branched, cyclic or acyclic lower alkyl 
moiety; R^® is hydrogen or lower alkyl; and Y is -CHOR^\ CHNR^ ^^ or C-O; . C-S. 
C-NCR"^) or CH(Hal); wherein Hal is a halogen selected from CI, Br and I; and R^^ 
an**«- arc independently is hydrogen, alkyl, or heteroalkyL , ar>l, hctcroaryl or acyl, or 
and taken together with the nitrogen atom to which they are attached, for a 
heterocyclic or hctcroaryl moiet>\ 
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30. (Currently Amended) The compound of claim 2 wherein the compound has the 
structure: 




0R3 or 0R3 



wherein n, R3 and R4 are as defined in claim 2; Y2 and R are independently hydrogen or 
lower alkyl; R^® is hydrogen or lower alkyl; and R^ is hydrogen, halogen, or -OR^^ er — 
NR^NR^; wherein R^^ and-R ^ arc independently is hydrogen, alkyl, or h eteroalkvL aryl, 
heteroaryl or acyl, or and R^, taken together with the nitrogen atom to which they are 
attached, for a heterocyclic or heteroaryl moict>\ 
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oRs or 0R3 



wherein R3 and R4 are as defined in claim 2; Y2 and R are independently hydrogen or 
lower alkyl; R^^ is hydrogen or lower alkyl; and R^ is hydrogen, halogen, or -OR^^ or — 
NR^NR^; wherein R^^ and R^ ^ are independently is hydrogen, alkyl, or heteroalkvL s-ftt=vly 
heteroaryl or acyl, or R^ and R^, taken together with the nitrogen atom to which they are 
attached, for a heterocyclic or heteroar^i moiet>\ 
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32. (Currently Amended) The compound of claim 2 wherein the compound has the 
structure: 




wherein R3-R6 and n are as defined in claim 1 1; Y2 and R^^ are independently hydrogen 
or lower alkyl; R7 is a substituted or unsubstituted, linear or branched, cyclic or acyclic lower 



alkyl moiety; and R^^ is hydrogen or lower alkyl. 
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33. (Currently Amended) The compound of claim 2 wherein the compound has the 
structure: 




wherein R3-R6 are as defined in claim 1 1; Y2 and R^^ are independently hydrogen or 
lower alkyl; R7 is a substituted or unsubstituted, linear or branched, cyclic or acyclic lower 



alkyl moiety; and R^^ is hydrogen or lower alkyl. 



34. (Original) The compound of claim 2 wherein the compound has the structure: 




OR3 OR3 OR3 • OR3 

wherein R3-R6 and n are as defined in claim 2; and Y2 and R^^ are independently 
hydrogen or lower alkyl. 
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OR3 , OR3 , OR3 or OR3 ; 

wherein R3-R6 are as defined in claim 2; and Y2 and R^^ are independently hydrogen or 
lower alkyl. 



36. (Original) The compound of claim 2 wherein the compound has the structure: 




0R3 • 0R3 • 0R3 • 0R3 



wherein R3-R6 and n are as defined in claim 2; and Y2 and R are independently 
hydrogen or lower alkyl. 

37. (Original) The compound of claim 2 wherein the compound has the structure: 




OR3 ; OR3 ; OR3 or OR3 ; 

wherein R3-R6 are as defined in claim 2; and Y2 and R^^ are independently hydrogen or 
lower alkyl. 



Claims 38-47 (Canceled). 
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48. (Previously Presented) The compound of claim 35, wherein Y2 is lower alkyl 
optionally substituted with one to three halogen atoms and R^^ is hydrogen or lower alkyl; R3, R5 
and Re are each methyl; R4 is OH, OAc, NH2 or F, or R4 taken together with the carbon atom to 



which it is attached forms a moiety having the structure: ^ ; and the stereocenter 0R3 



has the following stereochemistry 0R3 



49. 



(Currently Amended) A pharmaceutical composition comprising: 
a pharmaceutically acceptable carrier, adjuvant or vehicle; and 
a compound having the structure: 




0R3 



(I) 



or pharmaceutically acceptable salt thereof; 

wherein Ri and R2 are each independently hydrogen , halogen^ CN, S(0) ^ 2- 
€OR ^, CO^ R^r-NR*^ C(-0)R^ r-NR* ^C(-0)OR^, CONR^ R*^^ or lower alkyl; a» 
aliphatic, hctcroaliphatic^ alicyclic, hctcroalicyclic, ar>l or hctcroaryl moiet>% or — WR*^t 
wherein W is independently Q , S or NR^Vwhcrcin each occurrence of R^ ^-4fe ^ and 
is independently hydrogen, or an aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, 
ar>i or heteroar>i moiet>^; or R4 and R^ taken together ^ith the carbon atom s to which 
they are attached^ form an alicyclic^ hcteroalicyclic» ar>^ or heteroar>i moict;^; 

R3 is hydrogen ^ an aliphatic or lower alkyl u heteroaliphatic, alicvclic^ heteroalicvclic^ 
aryl or hotoroar>i moict>^; or a prodrug moiot>^ or an oxygon protecting group; 
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R4 is hydrogen, h alogen. -OR^"^, oxo. -OC(=0)R' 



,4A 



OCH3 



or -NR^'^R^''; wherein 



R and R are independently hydrogen^ 




lower alkyl or lower alkoxy; 



heteroaliphatic, alicyclic^ hctcroalicyclic^ ar>l or hctcroar>l moict> ; a prodrug moiet>% a 
nitrogen protecting group or an oxygen protecting group; or R " ^ and R " ^^ taken together with 
the nitrogen atom to which they are attached^ form a heterocyclic or heteroar> 1 moiety ; or 

R4, taken together with the carbon atom to which it is attached forms a moiety having the 



R5 is hydrogen , an aliphatic^ or lower alkyl; hetcroaliphatic, alicyclic^ hctcroalicvclic^ 
aryl or hctcroar>i moiety ; 

R6 is hydrogen, halogen, -CN, -S(0)i_2R^^, -NO2, -COR^"^, -C02R^^, -NR^'^C(=0)R^^, - 
NR^'^C(=0)OR^^, -CONR^^R^^, an aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or 
heteroaryl moiety, or — WR^^; wherein W is independently -0-, -S- or -NR^^-, wherein each 
occurrence of R^"^, R^^ and R^^ is independently hydrogen, or an aliphatic, heteroaliphatic, 
alicyclic, heteroalicyclic, aryl or heteroaryl moiety; or Re and Rc, taken together with the carbon 
atoms to which they are attached, form an alicyclic, heteroalicyclic, aryl or heteroaryl moiety; 

Ra and each occurrence of Rb and Rc are independently hydroge n, halogen, CN, S(0)j _ 
^R^T-NO y C0R* ^r-€OaR'^r-NR ^C(-0)R* ^T"NR ^C(-0)0R^, CONR^ " ^, an aUphatic, 
hotcroaliphatic» alicyclic^ heteroalicyclic^ ar>i or hctcroar>i moioty» or — WR* ^; wherein W 
is independently — O-5 — S or — NR* ^ » wherein each occnrrcncc of R^^-^^ and R* ^-4s 
independently hydrogen, or an aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or 
heteroaryl moict>^; or R^ and the adjacent occnrrcncc of R^? taken together with the carbon 
atoms to which they arc attached, form an alicyclic, heteroalicyclic, aryl or hctcroar>i 
moiet>^ ; 

R ^is hydrogen, halogen, CN, S(0)^ R^T-NO y C0R ^t-€O^R^^-NR ^C(-0)R ^— 
NR ^C(-0)OR^, CQNR^ R ^; an aliphatic, heteroaliphatic, aUcyclic, heteroalicycUc, aryl 
or heteroaryl moiet> , or — WR^ ; wherein W is independently O , S — or NR^ , wherein 
each occurrence of R^ ^-^ ^ and R^ is independently hydrogen, or an aliphatic. 



structure: 
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hctcroaliphatic, alicyclic, hctcroalicyclic, ary\ or hetcroaryl moict> ; or and R^^ taken 
together — with — the — carbon — atoms — te — which — they — a^e — attached^ — form — an — alicyclic, 
hctcroalicyclic, ar> 1 or heteroar> 1 moict> ; 
n is 3_ an integer from 1 to 5 ; 

Xi is O, NR^^ or CR^^R^^; wherein R^^ and R^^ are independently hydrogen^ 
halogen, an aliphatic, hctcroaliphatic, alicyclic, hctcroalicyclic, aryl or hetcroaryl moiety, 
or a nitrogen protecting group ; 

Q is hydroge n^ lower alkvL 



S(Q)^R^,-NQ ^, C0R^ T-€O^R^,-NR ^C(-0)R^ y-NR ^C(-0)0R^, CONR^ R^,-an 
aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, ar>i or hetcroaryl moiet> , or — WR^f 
w^herein W is independently Q , S or NR^ , wherein each occurrence of R^ ^jfe ^ and 
is independently hydrogen, or an aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, 
ar>i or hetcroaryl moict>^; and 

Yi and Y2 are independently hydrogen, lower alkvL or CF^; a n — aliphatic, 
heteroaliphatic, alicyclic, heteroalicyclic, aryl or hetcroaryl moiet>^; or -WR^^; wherein W is 
independently -O-,— S — or -NR^^-, wherein each occurrence of R^^ and R^^ is independently 
hydrogen , or lower alkyl: or an aliphatic, heteroaliphatic, alicyclic^ heteroalicyclic^ ar>i or 
hetcroaryl moiety; or Yi and Y2 together with the carbon atom to which they are attached form 





CH3 



CH3 



or -CH(CH^)C(0)CH^; halogen. CN. 



a moiety haying the 




or 
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50. (Original) The pharmaceutical composition of claim 49 wherein the compound is 
present in an amount effective to inhibit the metastasis of tumor cells. 

51 . (Original) The pharmaceutical composition of claim 49 wherein the compound is 
present in an amount effective to inhibit angiogenesis. 

52. (Original) The composition of claim 49, further comprising a cytotoxic agent. 

53. (Original) The composition of claim 52, wherein the cytotoxic agent is an anticancer 
agent. 

54. (Original) The composition of claim 53, wherein the anticancer agent is 12,13- 
desoxyepothilone B, (E)-9,10-dehydro-12,13-desoxyEpoB, 26-CF3-(E)-9,10-dehydro-12,13- 
desoxyEpoB, taxol, radicicol orTMC-95A/B. 

55. (Original) The composition of claim 49, further comprising a palliative agent. 

56. (Original) A method for treating or lessening the severity of metastasis of tumor cells 

in a subject comprising: 

administering to a subject in need thereof a therapeutically effective amount of a 
composition according to claim 49; 

said method optionally further comprising a cytotoxic agent. 

57. (Original) The method of claim 56, wherein the method is used to treat or lessen the 
sseverity of metastasis of prostate, breast, colon, bladder, cervical, skin, testicular, kidney, 
ovarian, stomach, brain, liver, pancreatic or esophageal cancer or lymphoma, leukemia, or 
multiple myeloma. 

58. (Original) The method of claim 57, wherein the cancer is a solid tumor. 

59. (Original) The method of claim 56, wherein the cytotoxic agent is an anticancer agent. 
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60. (Original) The method of claim 59, wherein the anticancer agent is 12,13- 
desoxyepothilone B, (E)-9,10-dehydro-12,13-desoxyEpoB, 26-CF3-(E)-9,10-dehydro-12,13- 
desoxyEpoB, taxol, radicicol orTMC-95A/B. 

61 . (Original) The method of claim 59, further comprising administering a palliative agent. 

62. (Original) A method for inhibiting angiogenesis in a subject comprising: 
administering to a subject in need thereof an angiogenesis inhibiting amount of a 

composition according to claim 49. 

63. (Original) The method of claim 62, wherein the angiogenesis causes an angiogenesis 
dependent disease. 

64. (Original) The method of claim 63, wherein the angiogenesis dependent disease is 
ocular angiogenic diseases, diabetic retinopathy, retinopathy of prematurity, corneal graft 
rejection, neovascular glaucoma, retrolental fibroplasias, rubeosis, solid tumors, blood born 
tumors, leukemias, tumor metastases, benign tumors, acoustic neuromas, neurofibromas, 
trachomas, pyogenic granulomas, rheumatoid arthritis, psoriasis, Osier-Webber Syndrome, 
myocardial angiogenesis, plaque neovascularization, telangiectasia, hemophiliac joints, 
angiofibroma, or wound granulation. 

Claims 65-70 (Canceled) 

71 . (Currently Amended) The compound of claim 7 having one of the structure: 




0R3 • 0R3 • 0R3 

wherein Yi and Y2 are independently hydrogen, lower alkyL or CF;^; an alkyL 
hctcroalkyl, cycloalkyl, hetcrocycloalkyl, aryl or heteroaryl moict>^; or -WR^ ^ ; wherein W is 
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independently -0-, -S— or — NR^^-, wherein each occurrence of R^^ and R^^ is independently 
hydrogen, or an alkyl , hctcroalkyl^ cycloalkyl, hctcrocycloalkyl, aryl or hctcroaryl moict> ; or 
Yl and Y2 together with the carbon atom to which they are attached form a moiety having the 

)^OT>=< )=N >=N *^>=N 

structure: X X rV2 < ^ X. or 



72. (Currently Amended) The compound of claim 8 having one of the structure: 




0R3 ; 0R3 or 0R3 



wherein Yi and Y2 are independently hvdrogen, lower alkvK or CF:^; an alloi^ 
hctcroallcyl, cycloalli>% hctcrocycloallcyl, aryl or hctcroaryl moiety; or -WR^^; wherein W 
is independently -0-,-S— or -NR^^-, wherein each occurrence of R^^ and R^^ is independently 
hydrogen, or an alky l, heteroallcyl, cycloalkyl, heterocycloallcyl, aryl or heteroar>i moiety ; or 

Yl and Y2 together with the carbon atom to which they are attached form a moiety having the 

^0^>=< >=N )=N "^Wn"^ 

structure: X. , V rY2^ < , X. or< 



73. (Currently Amended) The compound of claim 71 having the structure: 




0R3 



wherein n is 3; and Yi and Y2 are independently hydrogen, lower alkvL or CF^; ft» 
allc>i, heteroalkyl, cycloalkyl, heterocycloalkyl, aryl or heteroar>i moiet>\ 
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74. 



(Currently Amended) The compound of claim 72 having the structure: 




0R3 ; 

wherein Yi and Y2 are independently hydrogen, lower alkvK or CF^; an alkvK 
hotcroalkyl, cycloallc> l^ hcterocycloalkyl, aryl or hctcroaryl moict>^; . 

75. (Previously Presented) The compound of claim 73 or 74, wherein R5 and Re are each 
methyl. 

76. (Previously Presented) The compound of claim 73 or 74, wherein R3 is lower alkyl. 

77. (Previously Presented) The compound of claim 76, wherein R3 is methyl. 

78. (Currently Amended) The compound of claim 73 or 74, wherein R4 is OH, OAc, NH2 
or halogen__;_r^r4t 4 taken together with the carbon atom to which it is attached forms a 
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